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00 

IT) 

^ (57) Abstnct: o-Anisamide derivatives which serve as pefoxisome prolifentor-activated receptor (PPAR) agonists, in particular 
^ human PPAR agonists, and are efficacious ui preventing and/or treating metabolic diseases In which they participate (hyperlipemia, 
O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
A eral formula ( 1 ), phannaceutically acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl, 
^ CH2CHXCOY (wherein X represents mercapto or S{0\}At wherein n is 0, 1 or 2; and Y represents amino or hydroxy). 
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(S7) SK: 

«rtSS<*T?«S'^;i/*=*-^^y-AJ|?|||«tt^S§«: (PPAI) n 

( 1 ) 




RH:*;w5t?=¥-s/S. *;u5j?*'>^ f-^paix ch,chxcoy(c: 

CTfXtt^jl hSX{± S(0)nMe (n=0,l Xli 2)?fe^ YttT ^ y H 

© 11 f i ± 8^ s $ n 4 Ji a£ -e o * ID «D :r v i n ^) CD SI it a? tc a 
■rso 
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*ffl 

(PPAR) i^jzb h ??ARiiFmmt \^xztii^(om-^-r?>Mm!iiL&^ 
^)i:t^i/'j-Ammmm^it^^i^ (ppar) it^y^u^ ks§ 

iVflti. Acad. Sci.,mZ, 89. 4653) o COI^ PPARa ttJiiJKK® P 
{Endocrinology, 1995, 137, 354) . fliJWKOftiir^li 

JlS®ftiif{3lia-r 5 U (AK AIK CIII) itisi^O 

(cstjffli LTVN^o PPARr li HI a? Affiliate ii^Jiur 

V^TJlfl^a!S®^^b{3g84 tr 1^5 U. Lipid. Res., 1996. 37. 
907) m PPAR ©^Z-f V 7 T-Att4^^0l«S-?»Jfai«{C jsiN-C^S 
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SIC. PPARa® y «y ^ T-i? K T't7;^^i^Di&{cp{il^il5ctJf4fli5SJ^[ljt 
iJ. Biol. Cbea., 1998. 273, 29577) , PPARa ® rS^l-fb 

;r ^ 'J ^ > StJf n i; IJ ^ V >tt. i g ^j: JfflflSi^Hifitj > ^ M 
*s PPARrr-*»j> PPARr ®te3f?5f4^b^ii;^^-y-S i:i)S4ajB^ U 
■riot) ( Endocrinology. . 1 996 . 1 37 . 4 1 89 . f:ei7. , 1995, 83. 803 if 

813) ??AJLy (Dm^^ t imm^T i'fm t (ommifimi < TTsm^ tlx 

COJ;^^j:PPARi:^,^3^g^?a^®«ltg=&#^81-Si:t h PPAR 

PPARa® K i: PPARa {c^f ^^fflfS^^tl" S-fb^tl i: 

LTlis x^^ify^ h% 4^(C8-tKPdFi/x-rii-t?-7"hDx>K 
(8-HETE) St5 8-t Ko:^ri/X'fzi-b-/^>^x>K (8-HEPE) 
^$^^T^^5 (?roc. ^a^7. Acad. 1997,94,312) » 

xmt ^ z titmm-c ^ ^ 1 1 ^ iz:$imM^t^m titmm^mizt 

S*©T?*5o *fc PPARaf^i&f^ffl^:S-r5^b^«5i: L-r li. 
WO-97/25042 ^RV WO-97/36579 ^^ifim^ ^ flX ^ Ifi. i^tl% 

< ^^T-ttJ&iNoPPARrfti&f^ffl^^l-s^b^^i: uttt. 
^ggsg 60-51189 ^. # Pi BS 61-267580 -tSt/^l^ia^ 1-131169^^ 

fi'b:^^mit^mtitmm^mizt?>'b(DX'$>?,o 
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t h PPARf^llif^ffl^&W Lf^»<43!5lllf&«lii: LTWffl-C*-5C: i;^ 
IP^*«BJIix -jftiC ( 1 ) 




<i) 



Rli*;U;i^:^S/Sx * )in'^^i/ CHjCHXCOY ( c c 

•C-Xtt^;!/*^^*^^ S(0)nMe (n=0,l Xtt 2)*. YttT^^ai 

xii;kllll«iif) -e^^ns o-t-;:^7^ h*fi«<*:;Rt;f 
*^Bj{cijits-iig:^ (1) x^^ti^it^mo)mm±mn^ti 

ttz. :^^BMlZ^li ^-m^ (1) O R AS CHzCHXCOY T- *> S 
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^^izit^^^MizM^ < ^^f^^i^ifi^^ti^mizxifi soHe^X' 
Ltz:^mizjii!)mmt^ziiifix-%^o 
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(1-*) 
ia>O00H. CH,OOOH 




(X,sOI.8r) V 



(X,=OI.Br) 




1D«»1II 



1) 

2) InKiMI 




(1-1) 



$(0)1* 

(HSl.2) 



wo 01/21578 



PCT/JPOO/05950 



6 

fiP*.^ -m^ (1-a) t?S^n§<b^^li. ±I1I(C^^ L/;X;lT*m 

;«7;i/;tt + S/;i/SoS tS;^;*ff d^^fctt. ffi-fbp^f^i/V. 4^ p 
4" ^ ^ Sij ® ^£ T S t5 ^ a ® # ffi T X tt 1^ # T T- M {3 ^ ^ftj ® 

J-3-X ;i/ ;fj ;i/ ;1f V ^ ^ K V Z y >; > K :n i; 7 X 

Si: bra. fi»J^«7kK^b:^ h U -i; ai? u ^JB7ke-fb.«!r^ 
i^K* 'J '>A^o:r;u* U^JBi^Kigx Xtti^Ui;>. h'jx^;u 
T X ?>n5o ^JDffJi: L-Ctt. N-t K oi^^i. 

> h U 7" N- h K o i/ ;^ > >f 5 K 3,4-i; t |t n 

-3-t K D:^i/-4-:^-^ V -1,2,3— <>>y h U T > If e, -2, o 

LTIi^ ^i;t«*K'fb:^ h U -^7 a^ot;u* u ^JS*K'fb%i> i^i^ 
- « ^ ( 1 - b ) f g ^ n 5 < b ^ li . it ^ © K f b SiJ ^ ffl i ^ K b ^ . 

* 'J A^K'^bli^iail'^b1^3$ffl^^T■e#s*s^^^7 □ AKf^m® jones 
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- /JS ^ ( 1 - d ) O X 2 i)^ ^ ^l' 5" :t S T- S 'fb ^ tf S ( 1 - e ) -e ^ 

?lF«T(C»E-329kPa ^3875:^^ y<*:(l-c)i: Ufeit^^;u>'W > 
T U U 'f 2/ 3 >(Meerwein Arylation)SliS Sff V>> StC NaSMe 

U U I' 3 > (Meerwein Arylation)S/i5 li ^ M li L X ^ titz T ^ 

%ZtlZ^*)n*>Zii1fiti^^o m\Z^^)V^:tit\t. NaSMe i^S 

i*:-efeS(l-e)(i. TKKib f-'t^ A, TKK^b-^ h 'J -i/ A> TKK^b* U 
*^A«cr)%ai32:(i%i!> SIEil«cDi^(D$%T. ^M-llQf$^]3^<;Dig 
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(1-c) ^i';i//W> T 1/ 3 XMeerwein Arylation)Sii5 
-«9!^(i-f) ©tf X 3 f-;i/;^;i/7 ^ ^ ;u ;i/ - ;i/ 

T- * 5 « ^ 2i ( 1 - g ) -e a ? n 5 ^ b ^ titt X -e n -e n IS ^ -r -s - ic 

( 1 - d ) ® « X 2 A* ^ ;i/ 5=- 2|- * S tJf ( I - e ) T- ^ ? n -S * ii K lb tl ^ ffl 

^ o oig$msK(mcPBA)^*s*if f,n€)o sj&ii. mmmm. 

J; D ^Jlfi-rs C t So X. ;^;i/7n>f*:(n=2)li. atloiSKfl: 

■rsc: iitcj: »)*g^-r5*;ui<>ei*:(i-g)(c«< c: i: **t- § Soli] 
(l-d)®if>X2 A*T-fe^;i/ait?*5'fb^<»S*K'fb "J^-i? a, ;kg{b 

t)ffli-r5^;i/*rh<*:tc«<c:i:A»T-#5o 

0iJ^{i7^- If ;^ (Davis)£CII ( J.i4fl.C/fefl,5oc., 1992, IH, 1428) . 
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immm i ) 




5-*;i/ ^ ;i/-2-^ h l.OOg. mit^^U> 50ml 0!g 

ai^Rtc, h U xf^;!/?- ^ > l.OOiK -i' a nj^Kx^;u 0.60il SJp 

^ > i.i7goia<bp«^u> 10ml ?S«[*Jn^xMtcSia-^ 3 l^ffijtjsfi 

^^'^> : WKx^;i/= 1:1) T-*ll!i^. t;x^;i.x-x;u- 
i^i?x^;U-^:^^-9->cDii^?g«ET-||^fl LMfiiSffli: bT 1.46g 
® 5-4^ ;i/ ^ ^W-E-^^ h =^'>-N-(4- h U 7;i/;t o > ;i/ )^ > 

XT' ^ K Sfffco 

ifc;^ iie-iiT-c 
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Ttrn'^Vrm (%) CnHuFjNOa 

nYWm (%) C. 60.54; H, 4.18; N, 4.15 

mmm (%) c, eo.so; h. 4.09; n, 4.28 

)V)^>Xyi K SOOng {CT-bh> 20mK a - > X( Jones)iS H 
0.5ml ^Sn;tx 2 5^mtS.W. S t 3 - > X(Jones)i«|| 0.2inl S 
AD;l 3 S^raJti^bfeo Sl«;«!t3 7fcl00ml $An;lie'fbp< 1/ > {ii> 
m(DT'b h >mttz) 100mlx2 ttffi tfco ia«l:ft«7k 50ml 

p( ^ y -;i. = 100 : 1. p< ^ y -;uJgM) '\^-b-> 

-T'-fe h >T-»isft uiatjtiseeieai: LT 270iDgf#fco 

MM. 235.5'-236.5"C^ Ha^WH m/z 353 (M*) 

Ttm^^m (%) c,7H,4F3N04 

thUffi (%) C, 57.79; H, 3.99; N. 3.96 

mmm (%) c. 57.99; h. 3.95; n. 4.01 

4-^ h :Jri^-3-[N-(4- h 7;U2|-Dp<5";U'^>i;;u)]:jtj;u/t^ >r;U7 x 




ilj^® S-S^T'y ^ ^;i/-2-^ h^i^^M^mm 2.55g tci;^ 
;uAT^K50mK 4- h U 7 o p< f-;i/^>>:;;i/T ^ > 2.57g. 5/ 
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T'y 'J >Ki^if-;u 2.66g. h U x^;uz ^ > 2.OO1DI ^mt^^T 

;i/x-7^;u-e«ga'fb> ^fSLLU^t^^tLX 4.44g © ^-i/T y / 
^)V-Z-^ Y ^S^-N-(4- h 'J 7;U;to ^ ^ ^U'O i; ;i/ )^ > X Z ^ K 

124'-125'C 

n,m^mm. (%) c,8h,5F3N202 

ff-^li (%) C, 62.07; H. 4.34; N, 8.04 
(%) C, 62.03; H, 4.27; N, 7.99 

^>XT X Y 484mg tcx^ y -;u 10niK30Xifl»^b*t?l* 0.6ml. 0.1 
■ol/l TlcKfls:^ h 'J 't7A Snl *»n^x 5 0«C"e 1 ^BB«*!|i^. US 
aOXaefb*** CSbK O.l mol/l TkK'fb:^ h U "i? A 5il SSDi 5 

7 ^ — (i/ * 'y;i/.ig{b^ u > : ^ ^ y - ;i/ = ioo: 1-^50:1) 
r-!^SI Us ftifejfsai: Lr5-*;u/'?^-i';u^^;i/-2-;< h^e/-N-(4- 

h U y )\/::ir U ;^ =9- V X7 K h* 318mg ^ntzo 

Mk^ laz-isa'c 

TC^^^Mt (%) CigHnFaNzOa 
fMI<S (%) C, 59.02; H, 4.68; N. 7.65 
(%) C, 58.87; H, 4.56; N, 7.63 
5-*;i/A*^ 5=-;i/-2-^ h :i^ri/-N-(4- h u 7;i/;t o 

XT K Y 700nig tzx^' y 21mK 1 mol/l 7lcK'^b:^ h U 
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'i' A7jc?gT« 7ml tiM^ 1 smmamr^mLtzo S^&rl^7k(Cri ^> 
f^Kxf^;u-e?5fe?#> HtCTkiS^ 2 mol/l ^Kt? pH 1-2 IzmmLtz 
i^^a:^;i.T-Jfiai Ufeo was ^ 7k. IS 10 ^ tK T- Hi i): ?f U . 

m<t^^ u > m^m^t u-c sa^iti 435ing 

a .-IS 167~168-C 

Ttm^mm (%) c,gH,6F3N04 

tf^fii (%) C. 58.86; H, 4.39; N. 3.81 
mwm (%) C, 58.72; H. 4.34; N, 3.86 




2-p< h:^'>-5-- h o$S#e 17.2gOSfls^f^U> 35ml !Biaij« 

t::t=^if';;u^ D u k 35mist5s;p< f-;u;j^;uAT ^ K i?»&an^. 

T ^ K ISObK h x^;uT ^ > 15ml> 4- h 'J 7 a ^ > 
5 > 16.9g ^JDx.. ^ST- 2 ^ffllt^ Lfco SfSrII ^7K{3?i 
fx »Kx^;UT-ft&ai Lfc 150mlx3o W^S^tK. fiSW:^«7K T- Jl 



wo 01/21578 



PCT/JP00/0S950 



13 

^btzo iikn^m^t UT 2-^ h :^ri/-5-- h n-N-(4- l> U y 
a / 9 XT K K 26.6g ^ff /io 

Mj^ 108~109°C 

Ttm^mm (%) c,6h,3F3N204 

it^fit (%) C, 54.24,- H, 3.70; N, 7.91 
(%) C. 54.27; H, 3.73; N, 7.98 
7;u:/>^H^T>2-^ h^i^-S-:^ h □-N-(4-h U 7;U:tP^f- 
;U'^>i^*;U)^>XT ^ K 26.6g {C|fK:i:5";U 270mK lOX^i 7 -i? 

AJ^^ 2.6f 2lc^:tf ;^B*li Tk^;!/ ;^^amT^st 

S-T K h ^i/-N-(4-h 'J 7;U;to^^;u^>i;;u)^>XZ 

^ K 24. 5g *f#fco 

iB^ 115-'117'C 

TzM^Hfrm (%) CisHisFjNzOz 

t^»^ii (%) C. 59.26; H, 4.66; N, 8.64 

mmm (%) C, 58.96; H, 4.57; N. 8.68 

5-T ^ y -2-/. h ^i^-N-(4- h 'J 7 ;i/3t- □ ^ 5^ ;U'<> i/* ;u )^ > X 
T ^ K 2.26g ©T'-fe h > 27ml RXJ^/. ^ y llml ^^^^C^K^&T. 
47XJ|<b7KIRi{^^ 5.611K Mi^fi:^ h U A 540ng^ 7k 2ml ^AD^ 
1 O^MJKit Ufeo SJ&^ftfCT^' U ^ K 3.00g ^mt 3 0-0$ 
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(4- h 'J 7 □ ^ ^;u^> ^ K i.55g ;£ff feo 

TC^^Wffi (%) CisHigBrFjNeOa 

tf-#€ (%) C. 49.69; H, 3.95; N, 6.10 

mmm (%) C, 49.65; H, 3.82; N. 6.11 

2t-n ^ ^)U^>i/)V)^>XT ^ K l.OOg icx^ y -;u eOniK NaSMe 
200ig ?:»DX. 3 ^MJO^iSgfE^. -B^^HSLfco mmt:mE'S^L. 

5^;i/=l:6) ilfilKlli: UT gWtl 865mg *^#fco 

Hfc^ 152.5~153.5'C 

TC^^Wfii (%) CzoHziFsNzOsS 

tf^ffi (%) C. 56.33; H, 4.96; N, 6.57 

H^fiS (%) C, 56.42; H, 4.97; N. 6.55 

(mmm 4) 

5-[2-*;u/t^ >f ;i/-2-(^ ^ — ;u)x.^;i/]-2-p< h ^i/- 

N-(4-h U 7;i/:tD^ ^;u>^>i;;u)^>XT ^ K 




5-iZ-itj }[//^=e^ )V-2-i^ ^}l^:t):i^^)\/]-Z-:A h ^i'-N-(4-h 
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'J 7 ;u 2|- □ ^ ^ ;u ^ > i; ;u ) ^ > X z $ K 6 39Big {c ig ^ ^ u > TOmK 
mCPBA 368mg ^tK^^T^JD;! 3 ^KJIi^ Lfco ^fiSfflM 1 7k^ 

)ls mit;^9-\y> : p< ^ V = 50: 1~20 : 1) fUSfU. M^mn 
tbX^6^m 486iDg $:ff feo 
170~17rc 

Ttm^^m (%) C20H21F3N2O4S 

th^fii (%) C, 54.29; H, 4.78; N, 6.33 
(%) C, 54.11; H, 4.72; N, 6.40 

5-[2-*;UA'^ ^' ;^-2-(^f■;^x;l/;^-;^)x^;^]-2-^ h^i^-H-{4- 




-N-(4-h 'J 7 o XT $ K 274iDg{3«'fb>><^ 

l/> lOOmK mCPBA155ig &An;t 3^ffljt«iLfco Si«;«[{CfiilPSW 

b> : p<^y-;u = 50: 1-20:1) T-^liiL. MSi^S i: 1 1 i fi«J^ 
201mg$f#feo 
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m;^ 219~220-C 
Ttm^mm (%) CjoHz.FaNzOsS 

ntnm (%) c, 52. 40; h, 4.62; n, e.n 

HSOii (%) C, 52.24; H, 4.52; N. 6.09 ? 

immm e ) 

5-(2-*;UA^ >f ;U-2-;<;i/*r hx^;i/)-2-;»< h+i'-N-(4-h 'J 7 




5-(2-7'ot-2-*;i/M^ -r ;ux^;U)-2-p< h ^i/-N-(4-h U 7 ;i/ 
:tDp<^;i//>^>i;;i/)^>XT^ K l.OOg T^^l/if ^fTH^TxX h 
7t KO77>80ml> U -J; A 368ing SSO^ 6 ^BBSai* 

^ISfeiiSai: LT 5-(2-7-fe5^;U5^;t-2-:ij;u/t€ 'f ;Ux5^;i/)-2-^ 
159-'161"C 

7ClR^«f«[ (%) C2,H2iF3N204S 

(%) C. 55.50; H, 4.66; N, 6.16 

mmm (%) c. 55.32; h, 4.58; n, 6. is 

5-(2-7'-lrf^;u5^3h-2-:b;i/M-^ ^ ;ux^;u)-2-^ h ^S/-N-(4- h 
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^^^tLX 195mg ® ifi^JtlSff fco 

at,-^ i59~i6rc 

Ttm^mm (%) CijHisFsNzOjS 

H-^li (%) C, 55.33; H, 4.64; N. 6.79 

mmm (%) c. 55.08; h, 4.63; n. 6.82 

3-[4-p< h + i'-3-[N-(4- h V y u ^ )l ^ > i/ )\/ j-s ^ 

)17 3L=.ju]-Z- 7'otr:t>K 




r ^ K 17.3g cDT'-lr h > 170ml StJ^^ ^J' ^ 85nl j!K-Jg}^ 

17nl 1 O^MJtJt tfeo SjE&f«{3T^ 'J 26inl ^ 

UD^ 3 O'CST-ilDffM.fc^x Kib^-IH 1.04g *'J^ bl'oSn^x M 

Ltzo ^n^f^^t 2-:^o^-3-[4-^ h :^i>-3-[N-(4-h U 7 
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x;^x;u 10. 3g ^mtzo 
Mj^ iio^iirc 

Tim^^m (%) C2oH,9F3N04 

ifWm (%) C, 50,65; H, 4.04; N, 2.95 

mmm (%) c, 50.74; h, 3.86; n, 3.05 

2->^D^-3-[4-^ hdFi/-3-[N-(4-h y )V:fu 

loomK NaSMe 380mg ^mk. 6 mmmmmmbtzo mm 

W^t> m^titz^^ ^ \^ if^ 7\f — {i/ \} -tjff )\,^ 

^^"^^ : l^llx^;i/ = l:i) T-iliSU. mtfil^ffii: LT 3-[4-^ h 
^i^-3-[N-(4- h 7;U;t □ ^ ^ 'J )V)]i3 )\y ^ )Vy =. 

Bk^ 127-'128'C 

TC^^^^g (%) C2,H22F3N04S 

H-^fiS (%) C. 57.13; H. 5.02; N, 3.17 
(%) C, 57.01; H. 4.91; N, 3.19 
3-[4-^ h ^S/-3-[N-(4- h U y )\/:iru ^ ^ V 
^ ;i/7xx;i/]-2-(^5=->»l/^2|-)7-De3r->e^^;Ux;^x;u 300Bg 
7mK *KYb U ^ -i? A 33mg 301 SiO^ 1 1^ 

a?{c*^JD^. ^^^^l'3i-x;UT-?Jfef^Ufco TkJi^ 2 mol/1 « 

Kt? pHi-2 {CSS/, '-^ >^ =^-7- )vx^m\.fzo ^m^m^a^^L 

tz^^t:^^^>-T-iz h >T-S^S L.^fftfiieSi: LTifl«J^239Bg 
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Ttm^^m (%) C20H20F3NO4S 

Efmm (%) C, 56.20; H, 4.72; N, 3.28 
mmm (%) C, SS.H; H, 4.56; N, 3.20 

immm s ) 

3-[4-^ h =^S/-3-[N-(4- h 'J 7;i/:tPp<^;i/^>>'-;i/)]*;UA-^>f 




3-[4-p< h :^r5/-3-[N-(4- h U 7 □ ^ > ;u ^U/t^ 

>f ;U7x:;;i/]-2-(^^;i/^:r)7-otr:t>K1.00g{ZT-b h > 20idK 

^:^lJ-> : i;xf-;ux-7^;i/= 5 : 1 ) "OliS tx 'N^it^- 
i;xf-;i/x-7^;U7?^ffifl; Ufc^. Slfei^S i: LT 3-[4- 

^ h ^e/-3-[N-(4- h U y )l:tn ;U 7 x 

-;U]-2- 5';i/^;t ) 7 0 t::t ^K'^ > i^*;i/x;;^ x;u i.i3g ^ff 

TbM^^m (%) C27H26F3NO4S 
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ffWm (%) C, 62.66; H. 5.06; N, 2.71 

mmm (%) c, 62.72; h. 5.06; n, 2.75 

^ ;b7 x:^;i/]-2-(^ ^;u^:t)ro ;t >K'^ > 7^;!, i.QOg 
(Dmih?^9- U > 2O1DI ^^i^[{C^K^^T^ mCPBA429iDg SUD^ 3 0 ^^Ifflit 

:^ h 'J -i? AT-lgiSILfco S«£*il«E®*L. m ^ tltzB^ ti ^ 
^ Y ^^y ^ -{i/ 'J ^-y^U.i^'fb-ji^U -;i/=100:l) 

D ;< f- ;i/ ^ > i/- ;i/ ) ] :ij ;u ^ ^ ;u 7 X ;u ] -2- ( ^ ^ ;u ;^ ;u 7 - 

(* 7 A : Inertsil ODS-2. * 7 AJSfi : 25'C^ ^i&ffi : T-fe h - 
N 'J ;u : 'J >K(1^1000)=1:1, 7.5ml/min^ SH^iftS : 240nin) 

;u = 100:l) T-!^Sib. ^ferS^tl i: UTil51i<4<*:cD-<> i;;ux;^ 
7^;i/i* 383mg Stf<gffi^4<*:o^>i;;ux;^7";K*: 514mg *f#fco 

i^«itt{*©^>i;;Uai;^^;i/i*:: 400MHz*H-NMR(CDCl3)<5 : 2.55(1 
H,s,SOMe), 3.32(2H,d,J=8Hz,CHzCHS),3.79(lH,t,J=8Hz,CH2CHS),3.93 
(3H.s,0Me), 4.73(2H,d,J=6Hz,CH2N),5.15(lH,d,J=12H2,OCHjAr),5.2 
2(lH,d,Jal2H2,OCH:Ar),6.87(lH,d,J=8.4Hz,ArH),7.26- 7.34(6H,in,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

HS^^Igg*^^ C27H27F3N05S(M+l);H-S[fi:534.1562.SiJ^ii:534. 
1592 
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i£«lf4<*:0^>i^;UxX7^;K*:;4OOMHz'H-NMR(CDCl3)(y :2.60(lH,s. 

SOMe),3.26(lH,dd,J=10.4,14Hz,CHiCHS),3.35(2H,dd,J=4.4,14Hz,CHiC 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH,CHS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH,N),5.13(2H,s,OCH2Ar),6.86(lH,d,J=B.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz.ArH).7.60(2H,d,J=8Hz.ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

M^mmnm^m C27H27F3N05S(M+l):tfgfii:534.1562.«iJ^<it:534. 
1562 

LTff ^tlJt: 3-[4-^ h i/-3-[N-(4- h 'J 7 ;U:t P ^ 

> ;U7 xx;i/]-2- { ^ ^ )i x )\^ y ^ - ji) T^otr 

:t >m^> )l ^ > )l 7. 370mg 

{C7';^I^>;?;;^#H^T^ x^y-;u 20ml Rrf 7.5%/-^ 7 -i? A 15 
^(aSiHffl^4)100mg <£i}D^^ 7k^:tf;^SJft Lfc^, ^M^k JR ;^ 

<4)100fflg SSD^ 2 ^18. T.SX/'?^ y "t? AiK3fl(5illSWffl<4)100mg $ 

OT h 7 ^ - (i- 'J *>r;i/,iS{b^ ^ U > :g^Kx5^;u = 50:l ~ 
m'fb;^ U > : ^ ^ y : ff^K = 50:l:l) Lfc^^ i/'x^ 

-3-[N-(4- h U 7;i/;tDp<^;U'^>2/;u)]*;u/N-^ ^';U7 xx;i/]-2- 
p<^;U;^;U7 >f x^uro (il5«S<4<*:) 176mgS^feo 

il^ji?«<*^ov h ^7 7 ^ -i^SUgi : 99Xde (SiJ^^f^t^ ; 
Inertsil ODS-3, 0 4. 6x250iDm. ilJ^igEfi 240nni. «S* l.Oml/niin,^ 
l&ffl T-fe hx h >K7j<(1^1000)=45:55. *7A©S 

30"C) 
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TtM'fi-^m (%) CaoHzoFjNOsS 

(%) C, 54.17; H, 4.55; N, 3.16 
mW\m (%) C. 53.94; H, 4.51; N, 3.13 

400MHz'H-NMR(d6 -DMSO)(y : 2.66( IH, s,SOMe ). 3. 05(lH,dd. J=5.5, 1 
4Hz,CH2CHS),10(lH,dd.J=10,14H2.CH2CHS),,3.85-3.93(4H.iD,CH2CH 
S.OMe), 4.57(2H. d.J=6Hz. CHeN).?. 10(lH.d. J=8.5Hz.ArH),7.37 
(lH,dd.J=2.4.8.5Hz,ArH),7.54(2H,d,J=8Hz.ArH).7.66(lH.d.J=2.4 

Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH.t.J=6Hz.C0NH).13.10(lH. 
br s.COOH) 

<*) 480]ag ^m7bi^tzfSi^> )],^tt z tiz ^ t) m^mn iib-c 
3-[4->< h :^i/-3-[N-(4- h y /.=f-}\,^yV)\/)]ti)\/n=E>( 

270nig&^#feo 

127--128'C 

'^^mmnm^m C2oH2,F3N05S(M+l):thi[ffl[:444.1093. 
fig :444. 1090 

400MHz>H-NMR(d,- DMSOd : 2.68(lH,s,S0Me),3.02(lH,dd. J=10. 13. 

8H2,CH2CHS),(1H, dd,J=4.13.8H2.CH2CHS),3.86-3.91(4H.i,CH2CHS. 

OMe), 4.57(2H, d.J=6Hz,CH2N),7. ll(lH,d, J=8.8Hz.ArH),7.38(lH. 

dd,J=:2.4,8.8Hz.ArH).7.54(2H.d.J=8Hz,ArH),7.66(lH.d,J=2.4Hz,A 

rH).7.70(2H.d,J=8Hz.ArH).8.82(lH.t.J=6Hz,C0NH).13.22(lH,br 
s.COOH) 

iS^rli^^OT h 7 -i^SUK : 98Xde m^^W \ 
Inertsil ODS-3, <^ 4.6x250mm. ay^«« 240nin. SSS l.Oml/inin.^ 
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mm h - h ;U : 'J >K7k(1^1000)=45:55. A ^ A 

30°C) 



;i/7 x-;i/]-2-(^ 5^;i/5^2|-)rn f^;ux;;^x;u i.50g 

0*lb^f^U> 30ml ^?«t:^Ki^T^ mCPBA SOOig ^ Un ^ ^ 30^H|Jft 

^ DT h ^5^7 7 >f U ti ^ )l.mit^ ^ U > :^ ^ y -;i/= 100 : 
1 ~50 : 1 ) X-mm, m^f^mt U-C 3-[4-^ h +i'-3-[N-(4- 1^ U 

7 ^ ^;i/)ro l^;t>K^^>'l/x;^x;H.22g;felf fcotf ^tife 3-[4- 

= ;u]-2-(;^ ^;i/:^;i/7 >f f-;ux;^7^;p i.02g 

[N-(4-h 'J 7;U;tDy ^;i.^>s;;u)];t7;i/y'?^ '(';U7 xr:;u]-2-(^ 
7* o ;t > K ^ f=- ;i/ x 7^ ;i/ 750mg ^mtzo 
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144'>'145*C 

Ttm^mm (%) CeiHzzFjNOeS 

anm (%) c, 53.27; h, 4.68; n, 2.96 
nmm (%) c 53.12; h, 4.48; n, 3.00 

3-[4-^ h + $^-3-[N-(4- h <J 7;U:tD^^;i/'^>i/;i/)]*;i/y^^ 

;u SOOmg 611I C^A»t. 1 mol/1 Tkil^b:^ h U >i7A7k 

0.7ml <£iP^, SO-CT- 1 i^fflj!inll*««i L o Sli5?«*;!lc(C ri ? , 
i;x^;Ux-7^;Ufi*}f tfeo 2 mol/1 mMTi^mmx- pH 1 ~ 

i: UT 218mg©iW«5S^fc« 

iss-isg-c 

TCig^^ffi (%) C20H20F3NOSS 

Wrmm (%) C. 52.29; H, 4.39; N. 3.05 

mmm. (%) c, 52. ii; h, 4.20; n, 3.05 
immm 1 ) 

m(Dt^mElSSLm Ham's F-12 l§«i{3TJ§« Lfc CHO iffllSt:. S3 
©lE^B? GAL4 © DNA Jg^^^iib ??kla RV^ 7 <D ^} i3 > K 
Jlg^^JS (5/ocAejr/5*r7, 1993,32, 5598) i: CDIK^ ^ >>'^ ^7 g $ ^ 
mt ^^^ii^r^ 7. K,GAL4 (ci »)fS14'fb^ti-2)*^;i/;i/i/7 x 

^--tfl/;K-^-r^;^^ K(Promega ^)RUP^^^mt UTO'i' 
^i^W^'5r;i/i/7i^--er7;^^ K(Promega tt)^'>)JJt7i^ h 
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> K(DMSO)(Cj§f? L/i (DMSO g^S^SS 0.1%) i!S«l<b^i^Zi bb^ 
Lfz1^l&J^Jfll?S'& 10%^ tf Ham's F-lZtgife-C-sSiiUTtgllUx 

(^) 



PPARa 



ilsoCjxrnpl/l) 



3 2. 1 

7 1.2 

(8S)-HETE 1 . 3 
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ithh PPAR i^mmt bx. PPAR ifim^t ^^mmm'^mmm^o 
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1 . ( 1 ) 



0 




(1) 



T-Xli^ r hSXfi S(0)nMe (n=0,l yi.it 2)^. YitT ^ 
^lityKMB^^t) ^B.tl -e^^ns o-y=.7.T^ 

2 . h 4^S/-3-[N-(4- h U 7;U3t- P ^ > >>-;U )]* 

3 . 4-^ h ^5/-3-[N-(4- h U 7 □ ^ ^ > ;i/ 

5. 5-[2-*;i//^^ >r ;u-2-(^ f-;u;^;u7 ^ ::i;u)a:^;i/]-2-^ h 
*'>-N-(4- h U 7;U7l-Dp<f-;u^>i?;i/)/>;>X7 ^ h* t: 5 if 3ic Jl 
1 i2iJ®'fb^^o 



6. 5-[2-:*;i/>'N'^'i' ;U-2-(^ f-;UX;i/:tt-;u)xf^;i/]-2-^ h =^ 
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8 . 3-[4-^ h =¥e/-3-[N-(4- K 'J 7 o ^ > ;u ;i, 

9 . 3-[4-p< h :^ri/-3-[N-(4- h U 7 o ;X ^ > i?;u )]^ 
>'^t -r ;i/7 x-;u]-2- (^^;u;^;u7 >f 7*0 t:;t>Kf*S 

1 0 . 3-[4-^ h =^ri/-3-[N-(4- h U 7 □ ^ 5^ > ;p ) ] ^ 

1 iB«®lb^^o 
1 1 . -JK^C ( 1 ) 




Rli*;i/4f:^ri/S. *;i/;Jf:^ri^^ CHzCHXCOY ( C c 

T- X 11^ rhSXtt S(0)nMe (n=0.1 XJi 2)*. YtiT^y* 
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